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TABLE 29

US 9,289,382 B2
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TABLE 33

Summary of Pharmacokinetic Parameters of Test product
(T) of Estradiol - Baseline adjusted (N = 34)

Summary of Pharmacokinetic Parameters of Test product
(T) of Estrone - Baseline adjusted (N = 33)

5
Arithmetic Arithmetic
Pharmaco- Mean = Coeffi- Pharmaco- Mean = Coeffi-
kinetic Standard cient of Me- Mini- Maxi- kinetic Standard cient of Me- Mini- Maxi-
Parameter Deviation  Variation dian mum mum o Parameter Deviation  Variation dian mum mum
C 15.7176 = 50.3761 13.9000 6.5000  49.6000 C o 6.8485 = 96.1149 5.4000 1.3000 36.3000
(pg/mL) 79179 (pg/mL) 6.5824
AUCq 4 53.0100 = 36.9041 49.9750  24.3000 95.1500 AUCq 54 34,7051 = 80.5476 30.8500 3.3500 116.7500
(pg - hr/mL) 19.5629 15 (pg - hr/mL) 27.9541
t,.. (hr) 198 = 65.34 2.00 1.00 8.05 t,.. (hr) 9.12 = 96.80 400  1.00 24.00
1.29 8.83
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TABLE 30 TABLE 34
Summary of Pharmacokinetic Parameters of Reference product Summary of Pharmacokinetic Parameters of Reference
(R) of Estradiol - Baseline adjusted (N = 34) product (R) of Estrone - Baseline adjusted (N = 33)
Arithmetic 25 Arithmetic
Pharmaco- Mean = Coeffi- Pharmaco- Mean = Coeffi-
kinetic Standard cient of Me- Mini- Maxi- kinetic Standard cient of Me- Mini- Maxi-
Parameter Deviation  Variation dian mum mum Parameter Deviation  Variation dian mum mum
Crax 24.1882 = 49.2877 24.1500  1.0000 55.3000 C e 8.8333 = 80.9086 6.7000 2.7000 30.3000
(pg/mL) 11.9218 (pg/mL) 7.1469
AUCq 4 163.8586 +  43.9960  158.0375 2.0000 304.8500 30 AUCg.4 63.0042 = 73.8814 51.2800 8.8000  214.0000
(pg - hr/mL) 72.0913 (pg - hr/mL) 46.5484
t .. (hr) 1053+ 5294 806  2.00 24.00 t .. (hr) 1116+ 64.95 1000 4.00 24.00
5.58 7.24
35
TABLE 31 TABLE 35
Geometric Mean of Test Product (T) and Reference product Geometric Mean of Test Product (T) and Reference product
(R) of Estradiol - Baseline adjusted (N = 34) (R) of Estrone - Baseline adjusted (N = 33)
Geometric Mean 40 Geometric Mean
Pharmacokinetic Parameter Test Product (T)  Reference Product (R) Pharmacokinetic Parameter Test Product (T)  Reference Product (R)
C,uo (p2/mL) 143774 20.3837 Cpooe (pg/mL) 5.1507 6.9773
AUCq 5, (pg - h/mL) 49.6231 132.9218 AUCq 4 (pg - h/mL) 24,2426 48.2377
t,.. (hr) 1.75 9.28 45 b (B0) 5.87 9.07
TABLE 32 TABLE 36
Statistical Results of Test product (T) versus Reference 50 Statistical Results of Test product (T) versus Reference
product (R) for Estradiol - Baseline adjusted (N = 34) product (R) for Estrone - Baseline adjusted (N = 33)
Geometric Least Geometric Least
Square Mean Square Mean
Test  Reference Intra 90% 55 Test  Reference Intra 90%
Pharmacokinetic =~ Product  Product Subject  T/R Confidence Pharmacokinetic =~ Product Product Subject  T/R Confidence
Parameter (T) (R) CV % Ratio % Interval Parameter (T) (R) CV % Ratio % Interval
C,uo (p2/mL) 144490 201980 60.68 71.54*  56.82-90.08 Cpooe (pg/mL) 51620 6.9280  47.59  74.50% 61.69-89.97
AUCq 4 49.7310 131.0400  70.64 37.95* 29.21-49.31 AUCq 54 24.1960  47.9020 73.66  50.51*% 38.37-66.50
(pg - hr/mL) (pg - hr/mL)
60
*Comparison was detected as statistically significant by ANOVA (o = 0.05). *Comparison was detected as statistically significant by ANOVA (o = 0.05).
The pk data for total estrone likewise demonstrated The pk data for estrone sulfate likewise demonstrated
reduced systemic exposure when compared to the RLD. Table reduced systemic exposure when compared to the RLD. Table
33 shows the pharmaceutical compositions disclosed herein ¢5 37 shows the pharmaceutical compositions disclosed herein

reduced systemic exposure by 25% for C,,,. and 49% for
AUC.

reduced systemic exposure by 25% for C,,,. and 42% for
AUC.



